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m&mi] t&mmm+^-ty*- (egfr) <d 

;v%ifr izlztttco? 7 ^ * >- b *5 £ IflKSttt £ fc f astft: 

^^VhSfcttF (ab' ) 277^y h-Cfc6!i 

h i m&m D 

ft 5 Sift 7 7 yhT*fc5M*:S l 3 ©v^-fix^ 
*Ittl:4sa:*7 7^^ >- h l a»£> 3 co 

i»*«7] gtffrastMM«^*«* astern ft 

8 ] %iVf/%iVf7 7tf*>ht 
»**-C»t-*JI"C*>6 - t *«f«4:1-SI»** 1 

6 ovvf ttift* i ^(-latto^ffijfi'&fro 

9 ] K#/tn;{*:7 9 ^ > h k 

tto y # Kfc corao y <7^ K*r^-C4SI» 

t hf^ 7MA b 4 2 5 f:ft*t5SM 
1 frh 8 (DV^TtL^ 1 «tCta*Oftffija-&ft:o 
[M*^S1 1 1 MAb 4 2 5-CH1-IL-8, M 
Ab4 2 5~CH2- (Ncol) - IL-8, MAb 
425-CH2- (Bel I) - IL-8, MAb 4 2 
5-F v - I L — 8 jo«t TJ^MA b 4 2 5-CH3-IL 

[g»*« 1 2 ] 1^10 1 JS^IS 

- Kr5DNABM*rBfHiH*DNAE5Ui:«*tW4* 
y zf^^ ptflv^T— **DNA±K:»frSit: 



(2) W¥8-9 9 9 0 1 

2 

tit, Z^bfrbteZWm 

10 [0 0 0 1] 

(EGFR) 4^tMMJ:T*I^«aStl 

u< w:c-x-cj6^e>aiRSixfc4««astt«r#i-sy 

20 »fa<0*SEJfl-&# ( I mmunocon jugate) teffi*tf>f&«eirte 
[0 0 0 2] 

$BJStt»J3a3t£ (AD CO *fctt*flcjBE^»Jia*ttS: 

3) CD4^J;t;CD8^ttT»HJ;oTl^$^ 

40 [0 0 0 3] F^^f^^M^«S 
feo = >-fe^h^»35^5. «Wffi**feojRC3Ste x ffi 

50 &mc&& £1£ 5 r K J: o TMlS^iifT $ r i: 
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3 

^yjk^titi (%&n&h LTColombo and Forni, Immunolog 
y Today. 15. 48-51. 1994*#H&£*i*:l^ 0 :ix^ 

[0004] ftflcw*tt*wsfe«>fc.«>^*jstty 
«9 ttj-r - i k <t o T«tt*nn<Dtttti u & tmtf ft 

^tlfc, IL-1, IL-2, IL-4, IL 
-6, IL-7, IL-10, IL-13, I FN, T 

& 5 v n ti?g at (ommrn * ettft-r z r. t tc * o 

»-r^^t^^ttfc (Mire-Sluis. TIBTECH.11. 74-7 
7. 1993, Co I umbo et al.. Cancer Res.. 52. 4853-485 
7. 1992, Thomas and Balkwill. Pharmac. Ther. . 52. 
307-330. 1991) 0 
[0 0 0 5] La>U Ztih^4 h$<l ^<D\5.hk,i£te 

[0 0 0 6] L^L. n^-f^i#<^7x^^- 

aajja ^ jfefttt-e fo o r , u fc ^ 0 r JiffiSSflte jcas it5^ 

(fiajx.fi. Miller and Krangel (1992). "Bi 
ology and Biochemistry of the Chemokines: A Novel F 
amily of Chemotactic and Inflammatory Cytokines". 
Critical Reviews in Immunology. 12. 17£r#E$£;fr£: 

[0 0 0 7] IL-8,MIP2a (G R O— j3 £ t"C 
h&btiZ) *5J;U<M I P 2 0 (GRO-y) te, C- 

U Lfctfot, -fi^x^^^x-efeS^^ 

ttSftfc'h* y/^f (8-10kD) <D— 2 0 
-5 0%(O7; /KE^JfiPttSr^U jfefbttis «fc tflfc 

[0 0 0 8] I L-8te, »fiSix*:S[»:«3fiSr*L 
(Clore et al.. Biochemistry. 29.1689-1696, 199 

0) , ^<o^CXCn*-fyi NtSELRS^ 

CAF/MCP- 1 {cov^Ti-T'(-^^tufc (Gronenbo 



(3) %fffli£8- 9 9 9 0 1 

rnand Clore, Prot. Eng.. 4. 263-269. 1991) . 
[00 0 9] mmx*^ I L - 8 t4Sc3e*r*#:Sr*rt 
L (Clore et al.. Biochemistry. 29. 1689-1696.199 

0) , F (ab') I L-8»-&*>v<*RS:— o(E> I 
L - 8 ^ y v-OfiHW l: «t o TZf M L t-ffiro 

[0 0 10] rtt*-C^EaSSix^:C-X-C»ttv^ 

70 ±HfiiLt^5o roSMnte. PF4, jfoyhtEtftStt 
^y/^f, hIPIO, IL-8,MIP2a^J:t> + 

5 (Sherry and Cerami, Current Opinion in Immunolo 
gy. 3. 56-60. 1991, Oppenheim et al.. Annu. Rev. I 
mmunoL. 9. 617-648. 1991, Miller and Krangel. Cri 
tical Reviews in Immunology. 12. 17-46. 1992, Clar 
k-Lewis et al.. J. Biol. Chem. . 266. 23128-23134. 
1991) . 

20 [0 0 11] ***4^<DC-cm\z&mz.MMLtii> 

lltl^o ;^b^^^IliLD7 8, Act- 
2 , MCA F , 1 3 0 9joi:t;RANTESr^Sc - 
ftfe5^tt*#^©&V^jfefbflBfc*t- (Matsushima et 
al., Chem. Immunol.. 51. 236-265. 1992, Oppenheime 
t al.. Annu. Rev. Immunol.. 9. 617-648. 1991) 0 

[0012] i.&mnm* (egf) s&*3.fci*Jb 

30 U^y?— (EGFR) \Z.%g<&-fZ> 0 EGFRte, 1fo I 
7 0kD^JtJfi»^y/^fTfcoT, cerb-B^ 0 

[0013] ^X^y ^ u-t/^^MA b 4 2 5tt 
t h A 4 3 1 ^M£tt9fc (ATCCCRL 1 5 5 5) 

# y kxi t° r £ #Attifc: Six 

tzo r^EGFCD^SrPlWL, ^yt^nt'lfii 

40 ^tfc-(Rodeck et a I.. Cancer Res:. 47. 3692. 198 
7) o MAb 4 2 5COt hfc^to^r^ 7fi, WO 9 2 
/1 5 6 8 3^P>^*0-CfeS o 
[0014] 

Sftli, ISWMOEGFRa^^xt'h^y 
50 ffife^frtt, IH«<^*>f h^7^^-Si«:*«Sia^*03k 
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[0015] 

^#-f>-^ »*b<ttc-x-c«^ba«*ttfc 
£*«i***i-sy i<i:iL-8ia*^ 

S^CHl (CHlfe^ Fab77^> 

SE^^^WfflOCHl, CH2*3j;U«CH3b7^y 

[0 0 16] ^i-, ^#-f ^SrJtftWF v 7 7^* 
S:#5:tm5o m«^J:Wli«[tt. St 

Asia* y y>u —sa^Jtc J: o Tl^b £ ftfe- 

[0017] ft&m<&»<D&&<omsik, rmmtr^t^t 
(egfr) ^iW^u grcstty^yK*^ 

So 

[0 0 18] ^^^^^^^r^V^r t (dcto 

[0019] -<dxo^. *ftwv>Bm*, ±&mmm 

^i/t/^- (EGFR) (DStJ^^t 8 h 

[0 0 2 0] C-X-C*5j:t^C-C*^a*5^ 
[0 0 2 1 ] l^ot, *«M^«t5»*UV^Jfiffi 

[0 0 2 2] C-X-CWm IL-8riS#3SW 



(4) #I¥8- 9 9 9 0 1 

6 

[0 0 2 3] Lfc*SoT. ^^^7^>- 

^-o^^8 (IL-8) -CS>S*ft^ftS:«« 

[0 0 2 4] *»W^«[ffl^riBttafff4, £©t**fctt: 

v N Fab^HF (ab') 2 CMSWfcJSl^TttC 
H lJt*7 7^ ^ b , CH3*5j;t>*CH2 

70 5i*77^yFt^5 (Hi) o Li^HJEffli« 

te, Fv, CHI, CH2*5J:r;CH38iflc77^y 

[0 0 2 5] l^ot, #*9§<£>Bl»te, St*#*St 

aa*6«^e>45Fab77^>'h*fcliF (ab 
') 277^yht$)5MMft (£af£-CHl& 

(*7 7^yhtfc^MMS (St{fc-CH2}& 

[0 0 2 6] *»HKJ:SftflaS**fi, igU, Jfr&tt 
y ^ — Ko*A*r «riBJC-T5 J: 9 fcfM 
Ki«)iB*ca*Lrv^Tt ±v\ iSS&y :/;&--'<:/ ^ ^ 
WTlciBa^tuS,, **W^*3V>T, *JRR95ffifiW*D 

LVMHPSSMSttN c o I *3 £U<B c 1 I T-fcSo 
[0 0 2 7] Lfc^oT, *«MG>SfcfcSBtttt, St 
fr/frfr?? 7* is h i£*^ttfc«tt0>y KiO 
M^DNAWRSWttSrJifiLWST^yK (EJiJft) £ 

[0 0 2 8] *J8^Sb45l«tt, ttfr/tiifc?? 

> h ££tt^WK:at£oy K^<ora^y ^te?- 

So 

[0 0 2 9] — ^(d. M»fi*lOEGFI/t^- 

[0030] s^^sswoatttt, St^^fc^st^^ 

7^^> h^^X^ , t F{^f:f^^7MAb4 25 
50 tC^^L. ^t<liMAb 4 2 5-CH1-IL8, 
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MA b 4 2 5-CH2- (Ncol) - IL8, MA b 
425-CH2- (Bel I) - IL8, MA b 25- 
Fv-IL8, MA b425— CH3-IL-8 frbtt 

[0 0 3 1] Sblc, #3893a>@Wte_blB, TIB^tf 

y tfv K* = — K1-5DNAEJUfti:*Bfa^» 
-&D"NAEM*J:tB*l»tt^- y * KSrfflV^T— 

[0 0 3 2] *«W^>ftffilfl-frft:ttf6*tt«ffl^iiLT 
[0 0 3 3] l/c^ot, TIB 

***r«fltl-*^i-e*a. 

[0 0 3 4] *3g^O*ae>V^iaM3iU7< V b £ LTO 
^p-f-^zc^^^^^jf.^ LtO^^^ VI L- 8fr 
[0 0 3 5] I L- 8 lo£Tf{&<Dtr^:$<<( > (M I Pft 

if) &Nmi&*ift{£nfttelf<D&to<DT* y8i:«toT 
*0J6-C^1--<h^-e#f Ce bfc^oT, r.^T-fL 

7 * * * — anas** EGFut^ — »ttJB**wjia t? s> o 

[0 0 3 6] MAb 4 2 Slifcil/I L-8?^s<# 
WZ^~ K1--5 c DNA*:^***»*«fe*3J:U5iBa 

2) . 

[0 0 3 7] I L-8 0^SWffl/iatt»*!H»*-Cfeo 
[-0 0 3 8] £{fct£^BBK»ofc£tete»» 

h) 

LfctfSoT. MAb 4 2 5/N c o I / I L — 8 $$£X£ 
MAb 4 2 5/Bc 1 I/I L-8i^^y/^f^ 

[0 0 3 9] imW<»W&9^s*9% («x.B 

MA b 4 2 5/N c o I / I L — 8 joctt/MA b 4 2 5 
/Be 1 I/1L-8) fi, jfeffcfig. MP03»Bi©Ri 



(5) Wl¥8 - 9 9 9 0 1 

ifcjztf;* — KiSmSrS-1-r <b 4:^1" c ^ 3&s 

-e#fc 0 B3 0ft«li, HiH** W^Jt^a*»A I 

tfLTV^ (04) . ~>fffico^?t^(^I^AZ:T^ttn^ 
ftt>4V^MAb 4 2 5/N c o I / I L — 8 £> J; t/MA 
b 4 2 5/B c l I/I L-8|»^* W^RK^D*. 
T, — ffiCOF (ab') -.1 L-8B*^W<^RdSff 

tt, F (ab') -IL-8|tt^y/^S«Ab4 
70 2 5F (ab') t ifctfc t h LT 

[0 0 4 0] MAb 4 2 5/B c l I / I L - 8 Sfc-g^ 
liOI L-8 tit«tt^4 9 3IV^- 
^-^^K»WffiSr#1-5 (B6) o MAb 4 2 5/ 
N c o I / I L-8»*^ w^^KoJSttWtJ: 0(Sv> 
^z(T>mtnWM£ AWMtKliltV* (16) o MAb 

2(9 fTofc (t*— ****fcL) o 

[0 04 1] jagSt^* W^fli^n^/W^- 
if (MPO) tkm%ffi%S>i-Z>&, MAb 4 2 5/N co 
I/I L-8iH^^ W^fttMAb 4 2 5/B c 1 I 
/I L-8»&*W<^K.fc l? fcSttT'foS (17), 

L> rMl0 0%B*$l(l:t5, ir-^H^F* 

[0 0 4 2] MSiC(ft#SixfcE-L-Ra5^S:*1-5 
I L-8»^N**«»36SU*^— «^fcJ:^^ 

taot^Dy^^^I^ I L - 8 tf>£«tfS«=tfS 
aSSitSpTtBttASfcofc. U:^oT, MfiRSfPffl: (N 
c o I/B c I I) SrZo(OcDNAK(:iAUT!)> 

[0 0 4 3] m^lst^hCDik^tf}*?-?}) >?<D£o 
40 y^W^*»1-5fe*nofcS^**»ft*«*^#feft 

fco Jd*lt, >rxi*i) #> v<n~ikm 

frz t far ? iz x*ife<Ditftizi'*7# 

[0 0 4 4] »#5i1-5<t, #*WK<fcS»^*:"<*W 
f2&<D J; 5 *ttWSr^Tl-5. 
[0 0 4 5] EGFRStt«C^t5o 
50 [004 6] jfeflrfg&RjSI-a. 
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[0 0 4 7] MPO^J:^- y<— KtttiJSrSIW 

[0048] *<om-c<Dmamm*vi9Hrz. 

[0 0 4 9] LfctfoT* Mjg 
[0 0 5 0] 

[0 0 5 1 ] *»WKliWJlO*«fea««r£ilT»£B3lB^B 

(0iIxJ^ "Antibodies, A Laboratory Manual", Harlo 
w. Lane, Cold Spring Harbor, 1988) 0 

MA b 4 2 5 ft, t hA4 3 1 SJK*B5&^ (ATCC 
CRL 1 5 5 5) I g G 1 ^ n — f 

/V$i#T$)5 0 MAb 4 2 5H t hEGFl/t^- 

GF^^K^tSo MAb 4 2 5fl -fVt^nT 

-t&Zk&fLltiti&tlfz (Rodeck et al.. Cancer Res, 
47, 3692,1987) . t hik&XT*** 7lMA b 4 2 5 
HW0 9 2/1 5 6 8 3l£BS^£*LTV^5o 

— c DNAIt British Biotechn 

ology Limited (fcML-8 BBG44, Herrmann B 
iermann GmbH, Bad Nauheim, 3411) #»kWA"t*<5a\ 
-£tzl*D-o< hXsOM&t hiMU9 3 7 (ATCC 
CRL 1 5 9 3) d^M^tl^mRNA^b^ttlt 
5 0 ^r^^-O-K^JBB/ia^bO^RNAS:, RNAzo 
1 (WAK-Chemie, SfeB) SrK3t#^>*i^»--Ufe^ 0 xffl 
^T^fSfbfCo ft^tRNA^r c DNA(c|g?LT > ^ 

^TPCRifitSLfeo 
^<** — 

pUC 1 9tt-*o#a=i tr-»*»B^9^5 K*n 
--y^^-Wi:oT'fcot, pBR 3 2 2ioJ: 
t>*M 1 3 m p 1 9 <OfflX4>Sr^tro P U C 1 9 f*. 

mm®, l a c^D^e— ^ *—:fc«fc til:: 

^<#^ a— —^yUiyLfrSts (Yanisch-Perron et a 
I., Gene, 33, 103-109, 1985) 0 pUC^^-li, 



(6) ffl?8-9 9 9 0 1 

JO 

TrTJ&£*tT^6 (W^Lf^New England Biolabs^<?:) . 
[0 0 5 2] pBluescriptK S/S K + *5j;T>*K S/S 

firtiflRSixTV^S (Stratagene, /n^t^^ 
o ^ -11 p S W 1 (Ward 

et al.. Nature, 341,544-546, 1989) rjx 
lipUCl 9-<^^-i:S*t5o.. r SWlft Erwini 
a carotovora^b (7)^18^^ p e 1 B&fc^-(D}J— V— 
y"^ K4r = - Ki-SEWSr^tf (Lei et al., J. Bact. , 
70 169, 4379-4383, 1987) 0 MDNA^p e 1 By 

* S^mSrit^-r 5 r 4: ^T*# £ G 
[0 0 5 3]IW6M^^^-pHCMV (Gillie 
s et al., Cell, 33, 717, 1983) te, *s%7> (7$ 
^Uvi-) ^/M40 (SV40) o*«HI*fc{&*3j;tf 

^SFBffi^<o ^O^^^Huio^T, MAb 4 2 5l 
;M >-tj»-&b^c y 1 CH2a«tSra^tMA 

b 4 2 5liB^^y/^I^o< «9ttl^tufc 0 r.coii 
^ I gI«rISftiita*#b*5:ttJ:or-li 

[0 0 5 4] 

F a b 4 2 5-^^^^Vit^^V/^^MBmcOfc^CQ 

MA b 4 2 5*3«fct^$^e;M ^<£> P C R#M£t- £ 5 j» 

tFcyltftS^ pUC19CBamHI/B 
amHI77^>h^lTjfALf: e c y 1 JEHffflHi 
~o<7} S a c I I SM£«r$fr 0 -oil 5'Ba mH I §P 
ffiCD 4 0 b p T*tf> 5 Who ^Idfett U t 5 — o 
JS5 ' B amH I pfH&O 5 8 0 b pTlTCH3 K^M 
40 yflfe^i 4 0 b p±Ii:Wlt^5o If IOS 
a c I iBMfcte. $e>/^t^^D-^>^:IlT^ 

0, L^oTS»Sa c I imtL*T?7?-*m 
KSnaBI SEtt^A"*- Z Z t A otftl Lfc, 
(A S a c I I c 7 1) t-ioV^T, S a c I 

[0055] t ML-8^pUCl 8^ * — (B g 
1 I I/EcoRI) ^b-BJDUiLT, pBluescriptS 
K+ (Stratagene GmbH, ^f^^jv?) (Sma I 
/E c o R I ) CBgl I I fcit/Sm a I Wfifc^Bft* 
50 £;ft,£ J; ? i:ffAL/: e ASacI Icyl ^ a — >-co 
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S a c I I /X b a I 7 y 7 * is h £r p Bluescr ipt S K 

CRfST?«iLfc 0 
A S a c I I c y 1/S 

3 ' ^-T^- : CH2 K^^^SE^iWc 

0 isms: 

1 L-8ffi 

3 ' ^9>f^— : fflJEE^J*^^^- * 

5' AAA GCC AT G 
Lys Ala Met 
c y I CH2 < = 
R«<0*f^*r^7-f (Si) Srffl^TtrV\ 
Ifi^CBc 1 iSMS&igALfco ibti^B^ie 
^■tt, B c 1 IflSffiSrc *y lgJttHfi^t I L-8« 

e^iBMru ch 2 k^-t ^b±ia?ij, -o^^d^ 

5' GCC AAA GTG 
Ala Lys Val 
c y 1 CH 2 < = 

PCRI^iSiSMs S a c I I *5j;t*E coRI^J 



72 

* 5 " — : N c o 1 <fctf IL-81 

?U 

^fi5cfe^§}^fLT, SK+SacII/EcoRIt8 
-££-^6o nhthtl-<^ ra^^V^t, CH 2 

. [0056] -ootk y Kra^s^f-Sf^t-o 

GGT GCT3' 
G 1 y Ala 

= > I L— 8 (2—7 2) 

L-8E«Sr = -Kt5. 

[0 0 5 7] —o<^^y^^ KPflco^gp^ff^t-o 

. < bfrseawaen^a 9 xz>z> 0 

ATC AAA G A A 3 ' 
lie Lys Glu 
= > I L— 8 (3—7 2) 

[0 0 5 8] 
[*1] 





-f 5 Y v — 


D N A S3 ?rj 


CH2/NCO 


Cy1 5' 


5'- CAGGAAACAGCTATGAC-3' 




cy1 3' 


5 - TGATCCATGGCTTTGGAGATGGTTTTCTCG-3' 


IL-8/Ncol 


iL-as* 


5'- GATCTACCTGCCATGGGTG CTAAAGAA-3' 




IL-8 3' 


5*- GTAAAACGACGGCCAGT- 3' 


CH2/Bcll 


Cy1 5* 


5 - CAGGAAACAGCTATGAC- 3' 




C/1 3' 


5'- CGCGTGATCACTTTGGCTTTGGAGATGGTT-3" 


IL-8/Bcll 


IL-8 5' 


5'- CTCGTGATCAAAGAACTTAGATGTCAATGC- 3' 




IL-8 3* 


5'- GTAAAACGACGGCCAGT- 3' | 



=> — Ki■5ffi^lftx.DNASE?^J^S J £^0«Bj!a^^-*3V^Tm 

RNAtciEL<«c^^n5Pio. v^^sa^ajiaa!*: 

feb*!^** ^xo^l^ Wlxtf S p 2/0-A 

G14 (ATCC CRL1581) , P3X63Ag 

8. 6 5 3 (ATCC CRL 1 5 8 0) $.1Zfcs^J*X 

^-ftfi, W^CHO-Kl (ATCC CCL6 

1) . ^f:(iCHO/DHFR~ (ATCC CRL9 

0 9 6) , £f::teBHK-2 1 (ATCC CCL1 

0) tfm^btlZo iSiRW*S«-tt. COS-1 (AT 50 



CC CRL 1 6 5 0) SfcttCOS- 7 (ATCC 
CRL 1 6 5 1) Srfflv^t>J:v\ 

(SV4 0) o««M*&^Sr*tf. aiSlcos-7 
^#-f ^SgKoi^TE L I SA(:J:oTi^: 0 
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fc Ko3|g|fcU^*r~tf (DHFR) ftifOR— Ol« 
OiliRte. CHO/DHFR-^^DHFR^ttillS 

5R^*5v>"c^prffir-*>s 0 a-frfuaftatr, EGF- 
^^-»sttEL i sA^/B^T&s&^ffc^m 

MA b 4 2 5^^ ^ffiia^froWK 
fgi«taotM^f:MAb 4 2 5 

(ffijx. barlow. Lane, flfrffl) 0 

[0059] *»«-en, Mftttt. ^^fe («*tf, Ko 
stelnyetal.. J. Immunol.. 148.1547. 1992) [c:J;o 
TMAb 4 2 5^6>&JBRSixfcSL^7*^3J-^>f 

[0 0 6 0] «IE^FvMMM#5t^ 

578 = 0. 5fcft5*-Ci«IS*T, y^n fcVU-jS 
-D-^*tf7* ht°7yC/K (I PTG) (imM) 

iHHRUfdo ±»**Jpafe-CP«Ufca:MAb4 2 5tt>f 
f^^^^^AI-fttSo i77^^0. 5M Na 
C 1 -iiSISMT^Lt, »£>Lfc*>v<*K 
^100mM^!)v'y-0. 5M NaCl^ffl^Tp 

H2. 5-c*aaufco »asnfc*sr2. 5Mhy^ 

(pH8. 0) T-E^EpfaLfco MAb 4 2 5-CH 
1 - I L-8^77^^3^««)t, 8«LT, 

F a b 4 2 5-<5r^e^-f V^Octl^F v-^r^^-O-lii^ 

F v 7=7 1?* 1/ h^Glockshuber «b (Biochemistry 29. 
1362-1367. 1990) tf>fB$f;: Ifc^ot^ffi Lfc. 
*3<£tfB$(F d77^^hft(iFv77^>'h^ 
= — Ki"SDNAia9IJftSTx pSWl-<^^^^D 

e i B®e^ ^ d - ^/f K^i^fiit^o Mm 

a-KEWtt, Nc o I (3 SMftSr^ir. 

>-£3 — Ki~5 c DNA^rPCR^ctoT^ftiL 
T.Ncol (5' *3j:tfNo t I (3' **) 

ifcliEcoRI (F vm&iDtLlb) *0PSa5ffi^i»AL 

T. (Gly-Gly-Gly-Gly-Ser) x 
(xlil-40SI) ttZW** J^KtCHl 



(8) #l¥8-9 9 9 0 1 

«ttT^-Cfe5 (0il;Ui, Curtis et a!.. Proc. N 
at I. Acad. Sci. U.S.A.. 88. 5809. 1991) 0 
[0 0 6 1 ] Iixb^^^-(aot, li^F (a 
b ") (=CH1) &£XfF v^r^r^4 ^M&# 

^n^— ^ — coo >- hn-zl/T^fc^f-^v?^ h n 
yiry^t-RNA (Skerra and Plueckthun. Sci 
10 ence. 242. 1038-1040. 1988) ±^ffi«-f*5 0 LT^o 
T. Fa b/F v-ik'&^W^^It^JBatt. 

hny^ yt^^ir^RNAd^oaRttSi© 

f d-^*>r^tt^^ ^<^Kd3«tu««^fiS:^< 

WS^"C, «#£ttF a b/F v-S*<a^>- 

m*j»M^y 7 b 7Xa4 j i:^^, 

*r9»^ K«-&o*«43J:t«ll«BttF a b 

4 2 5-CHl/F v|»<g-^ ©jaSCdSft*^ 

MA b 4 2 5;feffite^#0*g'&«H4 

MAb4 2 5ftgMft^SM, EGFUt^ 

^ D^-f^-/l/-h^i!EGFl/ir^-^V^ 

tpjL** fctt*a^MA b 7 7 > h %^&±m t h 

JO t hi gGioitfi g M (a«*3«tt^e«i) . #c^T-S 

K t t fetC^T V^rix^— h-tZ^. iCiot, EGFl/ 
±Zf >'<?W<DM& 4 9 0 nmT«LT 
MAb425-IL-8 ft«»-&#fl!>*«*ttffitt 

»«S:«K*etJfiL^?>0^jfiL^e>HaslettP> (Am. J. 
Pathol.. 119, 101-110. 1985) *«|lJfiLfe*»-C»lB 

3fe*fc1±^*J&*Falkfe (J. Immunol. Methods. 33. 239 
-247. 1980) COfSa!(C^oTtTo7c 0 -t*ft;fc>*>, 4 8* 

Lfc^ + SjeS:, DMEMM (DMEM, l%-<^>-y 
l%^M/^h-7^->^ 10%FCS. 2mM 
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(9) 

15 

mM HE PES) C 1 X 1 0 6 «/m 1 OSgT^ 
»»Lfc. T*o«>*^^Jb»**iW:#»±»«r*tfiH 

fc (Henson et al. s J. Immunol.. 121. 851.1978) e 

Ty-tr-fta, 9 6 fra/U-W ^ f—yru— h<p-? 

5Xl0 5 »te/!)x;^ffl^TtTofc e * iJStiRl t t 

(BUT, mWffo±^%ft\<D9 6V^^'<#*#'(# — 

IT) ^H^V^^^-hU, P«S^4 9 2 n 
mT'iij^Uf'o HH4^flBt LT, FMLP£10" 7 M 20 

^ n AC£0 2 -T*ot7cLT. t^Mfilrtft^t 

(D^mtZ^—jJ — kftZo T^ir-mGuthrieb (J. Ex 
p. Med., 160. 1656-1671. 1984) colE^^^oTSX 
1 O^ia/^xyi/^ffl^TQ 6 ? u#s( # 

tt>J:>f hLfclfc, T^U— h L 

T. ±«^8*fi* 5 5 0 nmt«:fLfc. 

±IE<7>J:5^Lr. ^^y^tltMIP-2a 
joctt/M I P - 2 j3 !rt^^56i:EGFR-CH 1 N 
-CH2. -CH3*5j;tf-F vftftft-frfr (SlffiS&ffi 

JafffiHrt^t LT, — 3*fctt-tttJEA±^SE»J*»J-S 
BL#5fi#, R«ffl*fctt«r«?Mttt>^*Ay-C4S 

[0 0 6 2] *»M^*aBia*<*«:»JKffiM«wJ: 



4$fHW8 - 9 9 9 0 1 

«8, ttSU, **oa«teJtoT»fc!K 0. lmg/k 
g-2 0 0mg/kg, #4 L<ttO. lmg/kg- 
lOOmg/k g/ffiiOiiTl 0 1 

[0 0 6 3 ] *gP«S40tl!)Ol»fi»i:«:, «0tK 

5 0 **tt**IE<o«t urtt, /Dtri/y^Ja-;K 

lS4a*©«itttt, pbs. !Jyy 

£tf®L<nmmL «*.«gL**«, *tK<b»J*5J:V^^ 

- h #j <c if srnenmufe k*d t5-tt^t-c*5. 

[0 0 6 4] **w^ailSIH«!«itt, y^y— ^\ #31 

fcb**5«ai<oiii*©f&*jcaiuTv^. 

tzbb(D^ N c o I ttfiB c 1 I SM£*o< £>7t#)<Z>P 

[0 0 6 5] HIl ©Ms-lNf ba^^ftffiJfrfrftW* 

[0 0 6 6] c=f-f h^^y, VH=lip[», v 
L=IS*ra», CH = a*3e#«. CL*«ISt« 
112 COS-7 h^>-^7rr.^i/3 V_h?f djotf^M 
Ab 4 2 5^REGF-R ELI SAtCioT^bt 

[0 0 6 7] Eft : MA b425-CH3 Jtfff 
Eft :MAb 4 2 5-CH2- (N c o I ) ~ I L - 8 

-LrS 

i£ = ft : MA b 4 2 5-CH2- (Bel I) - I L- 

s±m 

% : pHCMV_Lfif 

^$6 : 4 9 0 nmluiof^K*S 

19 3 COS-7 h s >±m^£Z>7£lk 

[0068] ^7^1 :?[tSDMEM/PS 
^7^2: p H CMVlS 

^77 A3 : MAb 4 2 5 - C H 3 ±fg 1 : 1 4 (E 

GF-r-ELI S AOjSSfCJ:*) 

*7^4 :MAb 4 2 5-CH3±ffll : 2 8tR (E 

GF-r-ELI SA©e*i:i5) 

^7A5; IW^MA b4 25~CH2- (Be 1 I) 

- I L- 8 Jiff (1. 7 6X1 O- 10 ^e/W/L*) 
^7^6 : MAb 425-CH2- (Be 1 I) - IL 
-8_b»l : 2*« 
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(10) 

77 

*7A7 ; #MMfcMAb 425-CH2- (Ncol) 
-IL-8_bri (2. 0X10- ,0 WL*) 

: MA b 425-CH2- (Ncol) - IL 
-8_Ufl : 2*R*I L-8»SS:EL ISA (7^ 

m.4 fin l - s \z£zmti±<Dmm*^i-Mwmx* 

[00 6 91 M: fHk^^-^KSfcOOlBJa* 
«N: I L-8iS (*/^/L) 70 
B5 MAb 4 2 5-CH 1- I L-8 (*J»fi) l-<fc 

[0 0 7 0 J % : :fc»**"C»aSiXfcMAb 4 2 5- 
CH 1 - I L-8 

ESft : *:»B*T?»S,SixfcMAb 4 2 5-F (ab 
') 

~ELfa : #BR9*3-/W<y =**/B S A 
S# : (WD 

H6 COS-7 F7^7x^v/3yiffla5^ 20 

[0 0 7 1] ^/7A1 : #f"J8MJ5a 
^7-^2 : I L-8 1 0" 7 M 

^7^3 : **RMAb 4 2 5-CH2- (Ncol) 

— IL-8±f* (2. OX10- ,0 WL*) 
^?7^4 : ^MfrJgRMAb 425-CH2- (Be 1 I) 

- I L- 8_h*t ( 1 . 7 6X10- ,0 WL*) 
*7A5 : ^fRMA b425~CH3 ±ffi ( 0 ^-A-/ 
L*) 

* IL-8MliELISA (7^/^t^) IUo 50 

[0 0 7 2] jfttt : 5 5 0 n mf^ttSKftfi 
[17 COS-7 h7^7x^'>3ylj|HJ;5MP 

[0 0 7 3] ^77^1 : #$lJ$r»J|£ 
^7^2 : v'h#7^:'BjflJ*fflJ® 
^7^3 : I L-8 1 0" 7 M 
^77-^4 : #ftRMA b 4 2 5-CH3 ±flf 
^7^5 : MA b 4 2 5-CH3 ±fg 1 : 2 
^7-^6 : JfftRMA b425-CH2- (Ncol) 40 
-IL-8ifi 

^7^7 : MAb 4 2 5-CH2- (Ncol) - IL 
-8_h»l : 2ft« 

^77A8 : »iRMAb 425-CH2- (Be 1 I) 

- i l - 8 ±m 

Z>7As9: MAb 425-CH2- (Bel I) - IL 
-8±f»l : 2#« 

W:^MPOi (10 0%) tt£mLtz%MPOfeV£ 
(x i ) EM : EM I D#4§-2 : 
TGATCCATGG CTTTGG/ 



ffl¥8- 9 9 9 0 1 

[EMS] 
(1) 

(i) 

(A) : ■ hGmbH 

(B) BTT£ : 7 vl/? y >V$ — - ^MJ-K250 

(C) SPTS : h 

(E) d£ : K>T>. 

(F) (ZIP) : 6 4 2 7 1 

(G) fKIS : 49-6151-727022 

(1) 7^777^:4 9-6 1 5 1 -7 2 7 1 9 1 
(i i) &W<D&fa : ftff&frflci I 

( i i i ) EM<E>tfe : 8 

( i v) nyfa-^gif 

(A) 7P^t°-f^^ 

(B) 3yt°a^ : IBM - PCS» 

(C) ^l*"— • ^Ti^ : PC-DOS/M 
S -DO S 

(D) V7}>')i7:PetentIn Re leas 
e #1. 0, isa V# 1 . 30 (EPO) 

(2) EWlD#*i^BBi-SflWi: 

(1) E«0»» 

(A) S£ : 1 7i£X*j- 

(B) SI : Kl£ 

(C) ^(Dfc : -3MH 

(D) h#n^— : BJMfc 

( i i ) #^-(D«® : c DNA 

( i i i ) : M 

( i v) T>-^ir : 

(v) 77^^^M : N*#ii 

(v i ) : 

(A) fe» : c -#>-v 1 5 ' /^^(v- 

(B) £t$ : *J|&ig 

(x i ) EM : EM I D##l : 
CAGGAAACAG CTATGAC 1 7 

(2) EMI D#-?-2^BBi-S««: 
( i ) EM<0«MK 

(A) IE£ : 3 0i£g>tf 

(B) m : «K 

(o m<o$k : -** 

(D) haKns;- : .BUMR 

( i i ) ^(OSS : cDNA 

( i i i ) ^£ : 

( i v) TV^-fe^^ : M 

(v) 77^ > hm : N5fc#g 

( v i ) igjji5» : 

(A) £$9 : c 1 3 ' /7^-7- 

(B) : ASM 



GGTTTTCTCG 3 0 
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(11) ^1¥8-9 9 9 0 1 

19 20 

(2) E7U.I DS^3H§lt5lS« : * ( i i i ) <K£ : M 

(1) mq<D&m ( i v) T>^ir>^ : ft 

(A) : 2 7ifiS*T (v) y^ft^Vm : N*«S 

(B) 9 : tttt (vi) jg«: 

(C) m<V& : -*« (A) t*:IL-8 5 ' ^^v- 

(D) (B) 
(i i) ft^-CDW^ : cDNA . * 

(xi)EJIJ: E?'J I D#-5§-3 : 

GATCTACCTG CCATGGGTGC T A A A G A A 27 

(2) E?« I D##4KB-rStiM8 : 10m (i i i) 

(1) wm<n$tm (i v) : m 

(A) ft* : 1 7i&mM (v) 77^yhi : N**£i 

(B) S : (v i ) fi« : 

(C) m<D%t:-*m (A) 4»: IL-8 3 ' ^5 

(D) h^n^- : » (B)H«e:^:»V 
(i i) 9r*<omM : cDNA 

(x i ) la^lj I D#-§-4 : 

GTAAAACGAC GGCCAGT 

(2) Em D##5fcH-r*tt» : ★ (i i 
( i ) E3nj60«M» 20 ( i v) 

(A) *S : 1 7i£g*t (v) ^^^hS! : N*«B 

(B) S:ttR| (vi)fi|: 

(C) *iO*:-*«[ (A)»:c-^7 1 5 ' 

(D) haRcii?- : BMItt (B) mW : :fcl§l& 
( i i ) #T-^«2S : c DNA ★ 

(x i ) Ifi^J : E?U I D#-^5 : 

CAGGAAACAG CTATGAC 1 7 

(2) Em D##6fcHf : * (i i i) 

( i ) E^J^gfc ( i v) TV^ir^^ : M 

(A) S£ : 3 OifeX*f 50 (v) 77^^M:N*S 

(B) M : (v i ) ISM : 

(C) «0» : (A) £ft : c-#>-^l 3';/^^- 

(D) h*ni?-:ie«ltt (B)««:^:ttS 
( i i ) : c DNA * 

(x i) IB^IJ : Sffll : 
CGCGTGATCA CTTTGGCTTT GGAGATGGTT 30 

(2) ffim D##7KHH-5«« : ♦ (i i i) <E£:« 

( 1) la^Jo^m ( i v) : ss 

(A) : 3 0i£S*t (v) 7?^yhi:N*« 

(B) M : «»- 40 (v i ) jgfig : 

(C) g^gfc : (A)4»:IL-8 5 " -7- 

(d) h^Dv?-:it^ (B)mw :±mm 

( i i ) ^T-CO®^ : c DNA ♦ 

(x i) : EJMI D#f7 : 

CTCGTGATCA AAGAACTTAG ATGTCAATGC 30 

(2) EWlD#*8»wBi-*flMI : (D) 

( i ) E?Utf>#« ( i i ) »^©a« : c DNA 

(A) &tS : 1 7ifi^*t (i i i) &m :m 

(B) S! : &Wt ( i v) TV^ir^^ : f* 
{C)m<D%t :-*m 50 (v) yy^^^hM : N*« 
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(12) WHW8-9 9 9 0 1 

21 22 

* (b) wski ±mm 

3 ' -Jy-i^— * 

(x i ) ga^U : ffi^lj I D#-^-8 : 

GTAAAACGAC GGCCAGT 17 

[HI 4] *MBi L-8JcJ:53feftttoBt*Sr*nftWH 
[15] MAb 4 2 5-CHl-IL-8 (^11) I: 
[HI6] COS-7f7^7x^v/ 3 yi«|:j:5^ 

[0 7] COS-7 b7^7x^^ 3 y±|fia5M 
POttffl^Bt*«:*i-K98ia-CfcS. 



( v i ) jgas : 

(A) £fe : IL-8 



[02] COS-7 hy^^y^fi/a^^miZtertZ 
MA b 4 2 5 ^SEGF-REL I SAl:J;ot^U: 

[03] COS-7 h7^7x^y' 3 y±HHJ:5i 



[Bl] 



Construct 



mAW25-CHl-Chemokinc 




mAM25-CH2-ChcnHjkinc 




mAb425-CH3-Chernokine 




mAb425-F*-Chcmokine 
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(15) 



-99901 



[116] 




17] 




(51) Int. CI. 6 

A 6 1 K 39/44 

C 0 7 K 16/46 

C 1 2N 15/02 

C 1 2 P 21/08 

//(C12P 21/08 

C 1 2 R 1:91) 



»3gijie# rr^mm^ f i 



8318-4H 



9358-4B 
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9 9 0 1 



Y^ymnmm 64293 

250 . */v<?\H 
hV yj|»*fPH 64293 ^^^^ 
250 . ^yw^rt 



K-f y»*#*DH 64293 jf/VJ*is=.* 

250 ^/l^F*) 
(72)3S93# ^7y-h 

K>f^5i«*fPH 64293 

250 . y/W^f*9 
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